Background: Fibrinogen is a coagulation/inflammatory biomarker strongly associated with atherogenesis. However, no data is currently available regarding the association of fibrinogen level with the presence and severity of new-onset coronary atherosclerosis assessed by Gensini score (GS), particularly in Han Chinese with a large sample size. Methods and Results: We studied 2288 consecutive, new-onset subjects undergoing coronary angiography with angina-like chest pain. Clinical and laboratory data were collected. Coronary stenotic lesions were considered to be the incidence of coronary atherosclerosis. The severity of coronary stenosis was determined by the GS system. Data indicated that patients with high GS had significantly elevated fibrinogen level (p,0.001). The prevalence and severity of coronary atherosclerosis were dramatically increased according to fibrinogen tertiles. Spearman correlation analysis revealed a positive association between fibrinogen level and GS (r50.138, p,0.001). Multivariate logistic regression analysis demonstrated that plasma fibrinogen level was independently associated with high GS (OR51.275, 95% CI 1.082-1.502, p50.004) after adjusting for potential confounders. Moreover, fibrinogen level was also independently related to the presence of coronary atherosclerosis (fibrinogen tertile 2: OR51.192, 95% CI 0.889-1.598, p50.241; tertile 3: OR52.003, 95% CI 1.383-2.903, p ,0.001) and high GS (fibrinogen tertile 2: OR51.079, 95% CI 0.833-1.397, p50.565; tertile 3: OR51.524, 95% CI 1.155-2.011, p50.003) in a dose-dependent manner. Receiver-operating characteristic curve analysis showed that the best fibrinogen cut-off value for predicting the severity of coronary stenosis was 3.21 g/L.
Introduction
Coronary atherosclerosis is the major cause of associated morbidity and mortality in the world. The critical coronary artery stenosis is a strong predictor for cardiovascular adverse events [1] . Current perspectives regard thrombotic process and low grade chronic inflammation as critical contributors for plaque instability and stenosis progression [2, 3] . Identifying valuable and noninvasive markers is important for clinical decision-making in the treatment and prevention of coronary atherosclerosis.
Fibrinogen is by far the most abundant coagulation factor in the blood. In addition to its essential properties as a cofactor of platelet aggregation and as part of the final common pathway of the coagulation cascade, fibrinogen is also a wellknown acute phase protein [4] . During the last decades, several studies focused on fibrinogen and its relation to high risk of atherosclerotic diseases, most of which demonstrated that fibrinogen played a pivotal role in the initial phase and progressive stages of atherosclerosis [5, 6] . Multiple epidemiologic along with case-control studies revealed an association between the increased fibrinogen level and the early signs of atherosclerosis in asymptomatic individuals [7, 8] . The increased fibrinogen level has also been identified as an important risk factor for the future cardiovascular events in apparently healthy individuals [9, 10] and in patients with established coronary artery disease (CAD) [11] [12] [13] . Therefore, fibrinogen is proposed as a potential predictor for the risks of cardiovascular diseases.
Although much positive evidence has been identified, more recent studies showed that fibrinogen could not provide additional information to that provided by traditional cardiovascular risk factors in predicting cardiovascular events [14] . Additionally, according to fibrinogen genetic studies, polymorphisms which related to fibrinogen level were not associated with an increased cardiovascular risk [15] . Therefore, the clinical significance of fibrinogen in the risk stratification for cardiovascular disease is still controversial. Besides, previous reports investigated the relation between fibrinogen and the severity of coronary atherosclerosis in patients with chronic CAD or acute coronary syndrome. Data enrolled patients with new-onset coronary atherosclerosis quantitatively by coronary angiography and Gensini score (GS) system were obscure. Moreover, large-scale studies were currently unavailable regarding subjects representative of Han Chinese population.
Therefore, the aim of the current study was to investigate the association of plasma fibrinogen level with the presence and severity of new-onset coronary atherosclerosis assessed by GS in a large cohort of Han Chinese population.
Materials and Methods

Study design and population
The study protocol complied with the Declaration of Helsinki, and was approved by the hospital ethics review board (FuWai Hospital & National Center for Cardiovascular Diseases, Beijing, China). Informed written consent was obtained from all patients included in this study.
This was a hospital-based prospective and observational study. From April 2011 to March 2014, we consecutively enrolled 2288 new-onset subjects referred to elective coronary angiography with angina-like chest pain in our institution. Complete medical history was taken from all subjects. Patients with new-onset coronary atherosclerosis were diagnosed by physician for the first time based on coronary angiography or typical chest pain without prior history of coronary atherosclerosis. Coronary stenosis was assessed by at least two independent senior interventional cardiologists [16] .
Exclusion criteria were patients with no fibrinogen measurements available, emergency admission, the existence of any life-threatening arrhythmias, cardiac valve disease, previous history of coronary atherosclerosis, heart failure (The left ventricular ejection fraction (LVEF) ,45%), infectious or systematic inflammatory disease, significant hematologic disorders, thyroid dysfunction, severe liver and/or renal insufficiency, and malignant tumors.
Definition of traditional cardiovascular risk factors
Main cardiovascular risk factors were defined using standard criteria. Hypertension was defined as repeated systolic and/or diastolic blood pressure >140 and/or >90 mmHg on two different occasions or if patients were currently taking anti-hypertensive drugs. Diabetes mellitus was diagnosed as fasting serum glucose levels >7.0 mmol/L in multiple determinations or was receiving hypoglycemic treatments (dietary, oral anti-diabetic agents, or insulin). Dyslipidemia was defined by medical history or the use of lipid-lowering medications in order to reduce lipids or fasting total cholesterol (TC) >5.18 mmol/L or triglyceride (TG) >1.70 mmol/L. Smoking status was ascertained by the medical history.
Biochemical analyses
Fasting blood samples were obtained at baseline from each patient. The plasma fibrinogen level was quantitatively measured by the method of Clauss [17] and a Stago auto analyzer with STA Fibrinogen kit (Diagnostic Stago, Taverny, France). The concentration of high sensitivity C-reactive protein (hs-CRP) was determined using immunoturbidimetry (Beckmann Assay 360, Bera, Calif., USA). White blood cell count (WBCC) was determined by an automated blood cell counter (Beckman Coulter Ireland Inc Mervue, Galway, Ireland). The concentrations of Lipid profiles were determined by automatic biochemistry analyzer (Hitachi 7150, Tokyo, Japan). In detail, the low-density lipoprotein-cholesterol (LDL-C) 
Severity of coronary atherosclerosis
The severity of coronary atherosclerosis was quantified by GS system [18, 19] . The GS was computed by assigning a severity score to each coronary stenosis according to the degree of luminal narrowing and the importance of location, which was defined as 1 point for stenosis of 1-25%, 2 points for 26-50%, 4 points for 51-75%, 8 points for 76-90%, 16 points for 91-99% and 32 points for total occlusion. The score was then multiplied by a factor that represented the importance of the lesion's position. That was 5 for the left main coronary artery, 2.5 for the proximal left anterior descending or proximal left circumflex artery, 1.5 for the mid-region, 1 for the distal left anterior descending or mid-distal region of the left circumflex artery, and 0.5 for small vascular branches. In patients who have undergone revascularization, the angiographic severity was measured before the procedures.
Statistical analysis
Quantitative variables were expressed as mean ¡ standard deviation (SD) or median with interquartile range (IQR), and were analyzed by Student's t tests, one way ANOVA, Mann-Whiteney U tests or Kruskal-Wallis tests as appropriate. Qualitative variables were expressed as numbers and percentages, and were assessed by chi-squared tests. The correlation between plasma fibrinogen level and GS was examined by Spearman correlation analysis. Univariate and multivariate logistic regression analyses were performed to determine the association of fibrinogen and other risk factors with the presence and severity of coronary atherosclerosis. Receiver operating characteristics (ROC) curves were constructed to document the predictive value of fibrinogen and other markers for high GS. A p value of less than 0.05 was considered statistically significant. Statistical studies were carried out with the SPSS program (version 19.0, SPSS, Chicago, Illinois, USA).
Results
Baseline clinical characteristics
The study population consisted of 2288 eligible subjects referred to coronary angiography with an average age of 57.8¡9.9, and 62.4% of this study population was male. The majority of these subjects (n51935, 84.57%) had demonstrable coronary stenosis, whereas the remaining 353 (15.43%) subjects had no evidence Table 1 . In brief, patients with high GS had higher percentage of smoking, hypertension, dyslipidemia and DM, higher level of TC, LDL-C, Lp(a), apoB, fasting blood glucose, hemoglobin A1C (HbA1C), and lower levels of HDL-C, apoA1 and LVEF. Meanwhile, the easily available inflammatory biomarkers such as fibrinogen, hs-CRP, WBCC, and erythrocyte sedimentation rate (ESR) levels were all markedly elevated according to GS tertiles (Table 1) as well as numbers of stenotic vessels (Figure 1 ).
Association of fibrinogen with the presence and severity of coronary atherosclerosis
To explore the association of fibrinogen level with the presence and severity of coronary atherosclerosis, we classified the subjects into three groups according to fibrinogen tertiles. As shown in table 2, the prevalence of coronary atherosclerosis was significantly increased from 80.50% in tertile 1 to 90.34% in tertile 3 group (p,0.001). Moreover, the severity of coronary atherosclerosis assessed by the extent of stenosis, numbers of stenotic vessels or GS was significantly increased according to the tertiles of plasma fibrinogen level (all p,0.01).
To further explore the relationship of plasma fibrinogen level with GS, Spearman correlation analysis was performed in the current study. As shown in Figure 2A , there existed a definitely positive correlation between plasma fibrinogen level and GS in patients with coronary atherosclerosis (r50.138, p,0.001). We additionally evaluated the relation of fibrinogen to other risk 
Independence of fibrinogen level in predicting high GS
As indicated in Table 3 , univariate and multivariate logistic regression analyses were performed to evaluate the value of plasma fibrinogen level in predicting high GS. After adjusting for gender, age, body mass index, current smoking, hypertension, family history of CAD, fasting blood glucose, TG, LDL-C, HDL-C and hs-CRP, plasma fibrinogen level was proved to be an independent predictor of high GS (OR51.275, 95% CI 1. Furthermore, as shown in Table 4 , our data demonstrated that the tertiles of plasma fibrinogen level was positively associated with an increased prevalence and severity of coronary atherosclerosis (assessed by the extent of stenosis or high GS) in a dose-dependent manner.
Utility of fibrinogen in predicting the severity of coronary atherosclerosis
Area under the ROC curves (AUC) indicated a well discriminatory power of plasma fibrinogen (AUC50.63, 95% CI 0.59-0.67, p,0.001) in predicting the severity of coronary atherosclerosis ( Figure 3 ). The optimal cut-off value was 3.21 g/L (sensitivity of 52% and specificity of 69%). The predictive values of other non-specific inflammatory markers (hs-CRP, WBCC, ESR, or D-dimer) were also indicated in Figure 3 . The value of fibrinogen in predicting the severity of coronary atherosclerosis was even superior to that of hs-CRP and WBCC. Using this cut-off value, we additionally divided the subjects into the two groups (high fibrinogen group >3.21 g/L and low fibrinogen group ,3.21 g/L). As shown in Figure 4 , the high fibrinogen group tended to have more severe coronary atherosclerosis and low percentage of no stenosis compared to the low fibrinogen group.
Discussion
To the best of our knowledge, this is the first study evaluated the relationship of plasma fibrinogen level with the presence and severity of new-onset coronary atherosclerosis assessed by GS system in a large cohort of Han Chinese population. We found that the plasma fibrinogen level was positively associated with the presence and severity of coronary atherosclerosis in a dose-dependent manner after adjusting for a variety of conventional cardiovascular risk factors. Moreover, the ROC curve inferred a fibrinogen cut-off value of 3.21 g/L in predicting the severity of coronary stenosis. Therefore, the present study suggested a predictive value of baseline plasma fibrinogen level in Han Chinese patients with new-onset coronary atherosclerosis. Fibrinogen is a soluble glycoprotein with a molecular weight of 340 kDa, which consists of three polypeptide chains. It is the precursor of fibrin and acts as a pivotal determinant of blood viscosity, platelet aggregation, fibrin formation, subsequent coagulation activation and fibrinolysis [20] . More recent work has shown that as fibrinogen level increased above physiologic levels, the balance between clotting and fibrinolysis is shifted toward the former [21] . Besides, fibrinogen has also been identified as an important inflammatory marker in the low grade inflammatory status of atherosclerosis [22] . Several lines of evidence Fibrinogen and Severity of Atherosclerosis implied that fibrinogen participated directly in atherogenesis [23] . During the last decades, numerous epidemiological investigations as well as meta-analysis have studied the relationship between plasma fibrinogen level and coronary atherosclerosis, while controversial results were generated. The Strong Heart Study enrolled 2671 American Indians (with an average follow-up of 50 months) without clinical evidence of CAD at baseline suggested that fibrinogen could predict cardiovascular events independent of traditional risk factors. More importantly, this association was proved to be additional to established preclinical cardiovascular diseases [24] . However, the Fibrinogen Studies Collaboration analyzed 31 prospective studies in 154,211 adults without known CAD and reported that the association of fibrinogen level with CAD was reduced substantially after adjustment for several established cardiovascular risk factors [10] . Similarly, the Atherosclerosis Risk in Communities study suggested that in adults without history of CAD, the relationship of fibrinogen with the risk of recurrent CAD events was not statistically significant after adjusting for the potential risk factors [25] . In a recent study, fibrinogen was revealed to be an Fibrinogen and Severity of Atherosclerosis independent correlate of cardiovascular mortality among 13,195 patients with CAD, but could not provide additional prognostic information on top of that provided by traditional cardiovascular risk factors [11] .
In the present study, we consecutively enrolled 2288 new-onset subjects referred to elective coronary angiography with angina-like chest pain and found that higher fibrinogen level was positively associated with the presence and severity of new-onset coronary atherosclerosis. Additionally, our data confirmed that plasma fibrinogen level was positively associated with other traditional cardiovascular risk factors, such as hs-CRP, TC, and LDL-C, which were in accordance with previous studies [26] . More interestingly, after adjusting for the known confounding factors, the association between fibrinogen and coronary atherosclerosis remained significant in the present study. Furthermore, our data suggested that a cut-off value of 3.21 g/L may be useful in predicting the severity of coronary stenosis. The findings were in consistent with previous studies among Western population [27] and our recent study in Chinese patients with CAD and diabetes mellitus [28] . However, those previous studies were limited by the lack of strict assessment system of coronary atherosclerosis or the relatively small sample size. In the present study, we enrolled a large cohort of subjects with new-onset coronary atherosclerosis instead of patients with chronic CAD or acute coronary syndrome and assessed coronary stenosis quantitatively by GS system. Finally, to the best of Fibrinogen and Severity of Atherosclerosis our knowledge, it is the first large sample study representative of Han Chinese population. Thus, our data confirmed and extended previous studies.
Our study has several limitations. First, our data cannot identify the causal relationship between plasma fibrinogen level and coronary atherosclerosis due to the cross-sectional design. Second, whether such association is present in other population should be studied in the future. Finally, we did not track the major adverse cardiovascular events of this population in the present study.
Conclusions
In summary, the current data has indicated that higher fibrinogen level is positively and independently associated with the presence and severity of newonset coronary atherosclerosis and the value of plasma fibrinogen .3.21 g/L suggests a more severe coronary stenosis.
